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Commissioner 

Ub Department ot Commerce 
United States Patent and Trademark 
Office, PCT 

2011 South Clark Place Room 
CP2 5C24 

Arlington, VA 22202 
ETATS-UNIS D'AMERIQUE 

in Its capacity as elected Office 


Date of mailing: 

07 December 2000 (07.12.00) 




International application No.; 

PCT/J POO 03506 


Applicant's or agent's file reference: 

A01196M 


International filing date: 

31 May 2000(31.05.00) 


Priority date: 

31 May 1999 (31.05.99) 


Applicant: 

CHfBA, Masatoshi 



1. The designated Office is hereby notified of its election made: 



X in the demand filed with the International preliminary Examining Authority on: 

31 May 2000 (31.05.00) 

[ I in a notice effecting later election filed with the International Bureau on: 



2. The election 



0 
□ 



made before the expiration of T 9 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 





Authorized officer; 


The International Bureau of WlPO 


34, chemin des Colombettes 




1211 Geneva 20, Switzerland 


J. Zahra 


Facsimile No.: (41-22)740.14.35 


Telephone No.: (41 -22} 338.83.38 



Form PCT IB 331 (July 1992) 
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PCT 
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OF COPIES OF TRANSLATION 
OF THE INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

(PCT Rule 72.2) 


To: 

HECEr/ED! 

5th Floor, KRF BIdg. \ "01*0, ^ \ 

f^-R Kvnhac^hi 1-rhnmp ^ \ 

JAPON ,oiAS a to.] 


Date of mailing (day/month/year) 

20 September 2001 (20.09.01) 




Applicant's or agent's file reference 
A01196M 


IMPORTANT NOTIFICATION 


International application No. 

PCT/J POC/03506 


International filing date (day/month/year) 

31 May 2000 (31.05.00) 


Applicant 

MITSUBISHI CHEMICAL CORPORATION et al 



1. Transmittal of the translation to the applicant. 

The International Bureau transmits herewith a copy of the English translation made by the 
International Bureau of the international preliminary examination report established by the 
International Preliminary Examining Authority. 



2. Transmittal of the copy of the translation to the elected Offices. 

The International Bureau notifies the applicant that copies of that translation have been 
transmitted to the following elected Offices requiring such translation: 

EP,AT,AU,CA,CH,CN,CZ,Fl,NO,NZ,PL,RO,RU,SK,US 



The following elected Offices, having waived the requirement for such a transmittal at this time, 
will receive copies of that translation from the International Bureau only upon their request: 

AP,EA,AE,AG,AL,AM,AZ,BA,BB,BG,BR,BY,CR,CU,DE,DK,DM,DZ,EE,ES,GB,GD,GE,GH,GM,HR,HU, 

ID,IL,INJS,JP,KE,KG,KR,KZ,LC,LK,lR,LS,LT,LU,LV,MA,MD,MG,MK,MN,MW,MX,MZ,PT,SD,SE, 

SG,SI,SL,TJ,TM,TR,TT,TZ,UA,UG,UZ,VN,YU,ZA,ZW,OA 



3. Reminder regarding translation into (one of) the official language(s) of the elected Office(s). 

The applicant is reminded that, where a translation of the international application must be 
furnished to an elected Office, that translation must contain a translation of any annexes to the 
international preliminary examination report. 

It is the applicant's responsibility to prepare and furnish such translation directly to each elected 
Office concerned (Rule 74.1). See Volume II of the PCT Applicant's Guide for further details. 





Authorized officer 


The international Bureau of WlPO 




34, chemin des Colombettes 


Eliott PERETTl 


1211 Geneva 20, Switzerland 




Facsimile No. (41-22) 740.14.35 


Telephone No. {41 ^22) 338.83.38 / / 



Form PCT/IB/338 (July 1996) // 4304676 
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PCX 

INTERNATIONAL PRELIMINARY EX.AMINATION REPORT 

(PCT Article 36 and Rule ^0) 



Applicant's or agent's tile reference 
AOl 196M 


FOR FURTHER ACTION ^^'^^^^^^'^^^^^^^^^'^''^^smmalotlntemationai Preliminarv 

Examination Repon (Form PCT IPEA 415) 


International application No. 


International filing date \ day monikyear) 


Priorit\ date [day month year) 


PCT/JPOO/03506 


31 May 2000 (3 1.05.00) 


31 May 1999 (3 1.05.99) 


Intemationai Patent Classification (IPC) or national classification and IPC 




A6 IK 38/22, 9, 14, 47 02, 47 18. 


47'36 




Applicant 

MITSUBISHI CHEMICAL CORPORATION 



This international preliminary' examination repon has been prepared by this Intemationai Preliminary' Examining Authority 
and is transmitted to the applicant according to .Article 36. 



This REPORT consists of a total of 

□ 



_ sheets, including this cover sheet. 



This repon is also accompanied by ANNEXES, i.e.. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority- (see 
Rule 70. 1 6 and Section 607 of the .Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



This repon contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under .Anicie "5(2) with regard to novelt\'. inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 
Cer.am observations on the intemationai application 



I 




II 


□ 


III 


□ 


IV 


□ 


V 




VT 


□ 


VII 


□ 


VIII 


□ 



Date of submission of the demand 

31 May 2000 (31.05.00) 


Date of completion of this report 

2:^ February 2001 (27.02.2001) 


Name and mailing address of the IPE.AJP 
Facsimile No 


.Authorized otTicer 
Telephone No. 



Form PCT IPE.A 409 ( cover sheet ) ( Jul% 1 998 ) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



lonai application No. 

PCT.JPOO/03506 



I. Basis of the report 



1 W ith regard to the elements of the international apphcation:" 
[)^(] the international application as originally tiled 

I I the description: 
pages 

pages 

pages 



. ai oneinalK riled 



filed with the demand 



filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as origmally filed 

. as amended (together with any statement under .Article 19 

. filed with the demand 



tiled with the letter of 



□ 



the drawings: 
pages 
pages 
pages 



. as original ly filed 



filed with the demand 



filed with the letter of 



I I the sequence listing part of the description: 

pages 

pages 
pages 



as originally filed 



filed with the demand 



tiled with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I I the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

I I the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 



□ 



3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 

preliminar\^ examination was carried out on the basis of the sequence listing: 

I I contained in the international application in wrinen form. 

I I filed together with the international application in computer readable form. 

I I furnished subsequently to this Authorit\' in written form. 

I I furnished subsequently to this Authority in computer readable form. 

I I The statement that the subsequently furnished wrinen sequence listing does not go beyond the disclosure in the 

international application as filed has been furnished. 
I I The statement that the information recorded in computer readable form is identical to the written sequence listing has 

been furnished. 



□ 



The amendments have resulted in the cancellation of: 

I I the description, pages 

I I the claims. Nos. 

I I the drawmgs. sheets, fig 



. I I This report has been established as if (some of* the amendments had not been made, since the\' have been considered to go 
' ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule ■^0.2{c)).** 

* ReDiacemeni sheets n hicn nave c^een 'urnisned :o tne receiving Otnce in response :o mv nation under Article i -i are referred to 
:n this report as " ori^mailv 'Ilea" ana are not annexea to mis *^eport since they do not contain amendments ^Ruie ^0 16 

and ~0. 1 ~ I. 

** Anv replacement sheet containing such amendments must be referred to under item ■ and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to noveltv, inventive step or industrial appiicability; 
citations and explanations supporting such statement 



1 . Staiement 

NoveltN (Ni Claims 2.3.5.6,8-14.20.21 "I'ES 

*-^laims 1.4,''.15,n-19 NO 

Inventive step ( IS I Claims 5.6.20.21 ^'ES 

Claims 1-4,^-19 NO 

Industrial applicabilit>' (lA) Claims |_2I YES 

Claims NO 



Citations and explanations 

Document: JP, 6-40938, A (Sumitomo Pharmaceuticals Co., Ltd.) 

The above document (particularly Example 2 on page 3, left column) describes a freeze-dried 
preparation containing 1 mg of hepatocvte growth factor (HGF), i.e., at a concentration of less than 5 
mg/'ml of HGF, sodium chloride, and heparin as a sulfated polysaccharide in 100 ml of a phosphate 
buffer. Since a sulfated polysaccharide is referred to as a stabilizer together with an amino acid in the 
freeze-dried preparation of the invention of the present application, it is considered that heparin in the 
above document also functions as a stabilizer in the freeze-dried preparation. 

So, the above document describes the subject matters of claims 1, 4, 7, 15 and 17 of the present 
application. 

Furthermore, the concentration and pH during re-dissolution, the presence or absence of a surfactant, 
and the surfactant used are mere matters of selection by a person skilled in the art in formulation. 
So. the subject matters of claims 1-4 and 7-19 do not appear to involve an inventive step. 

The subject matters of claims 5, 6, 20 and 21 of the present appiication, in which a specific amino 
acid is used as a stabilizer, appear to be novel and to involve an inventive step in view of the description 
of the above document. 



The subject matters of claims 1-21 of the present application appear to be industrially appHcable. 
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WO 00/72873 
PCT J POO/03506 



From the INTERNATIONAL BUREAU 



PCT 



NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 



To; 



IMAMURA, Masazunni 
5th Floor, KRF BIdg. 
5-5, Kyobashi 1-chonne 
Chuo-ku, Tokyo 104-0031 
JAPON 



pCEWEDi 



T0 12. 



SIKslCd 



Date of mailing (day/month/year) 

07 December 2000 (07.12.00) 






Applicant's or agent's file reference 
A01196M 


IMPORTANT NOTICE 


International application No. 

PCT/J POO/03506 


International filing date (day/month/year} 

31 May 2000 (31.05.00) 


Priorrty date (day/month/year) 

31 May 1999 (31.05.99) 


Applicant 

MITSUBISHI CHEMICAL CORPORATION et al 



1 . Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

AG,AU,DZ,KR,MZ,US 



In accordance with Rule 47.1(c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

AE,AL,AM,AP,AT,AZ,BA,BB,BG,BR.BY,CA,CH,CN,CR,CU,CZ,DE,DK,DM,EA,EE,EP,ES,FI,GB,GD, 
GE,GH,GM,HR,HUJDJL,INJS,JP,KE,KG,KZ,LC,LK,LR,LS,LT,LU,LV,MA,MD,MG,MK,MN,MW,MX, 

NO,NZ,OA,PL,PT,RO,RU,SD,SE,SG,SI,SK,SL,TJ,TM,TR,TTTZ,UA,UG,UZ,VN,YU,ZA,ZW 

The communication will be made to those Offices only upon their request. Furthermore, tnose Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
07 December 2000 (07.12.00) under No. WO 00/72873 

REMINDER REGARDING CHAPTER II (Article 31{2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 19-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 



REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application In the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume It of the PCT Applicant's Guide. 





Authorized officer 




The International Bureau of WlPO 




34, chemin des Colombettes 


J. Zahra 




1211 Geneva 20, Switzerland 




Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 




Form PCT IB/308 (July 1996) 




3693740 
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From the INTERNATIONAL BUREAU 



PCT 

INFORMATION CONCERNING ELECTED 
OFFICES NOTIFIED OF THEIR ELECTION 

(PCT Rule 61.3) 


To: 

IMAMURA, Masazumi 
5th Floor, KRF BIdg. 
5-5, Kyobashi 1-chome 
rhuo-ku Tokvo 104-0031 
JAPON 


Date of mailing (day/month/year) 

07 December 2000 (07.12.00) 




Applicant's or agent's file reference 
A01196M 


IMPORTANT INFORMATION 


International application No. 

PCT/J POO/03506 


International filing date (day/month/year) 

31 May 2000 (31.05.00) 


Priority date (day/month/year) 

31 May 1999 (31.05.99) 


Applicant 

MITSUBISHI CHEMICAL CORPORATION et a! 



The applicant is hereby informed that the International Bureau has, according to Article 31 (7), notified each of the following 
Offices of its election: 

AP :GH,GM,KE,LS,MW,MZ,SD,SUSZ,TZ,UG,ZW 

EP :AT,BE,CH,CY,DE,DK,ES,FI,FR,GB,GR,IEJT,LU,MC,NUPT,SE 

National :AG,AU,BG,CA,CN,CZ,DE,DZJUJP,KR,MN,MZ,NO,NZ,PL,RO,RU,SE,SK,US 

The following Offices have waived the requirement for the notification of their election; the notification will be sent to thenn 
by the International Bureau only upon their request: 

EA :AM,AZ,BY,KG,KZ,MD,RU,TJ,TM 

OA :BF,BJ,CF,CG,Ci,CM,GA,GN,GW,MUMR,NE,SN,TD,TG 

National :AE,AUAM,AT,AZ,BA,BB,BR,BY,CH,CR,CU,DK,DM,EE,ES,FI,GB,GD,GE,GH, 

GM,HR,HU,ID,IN,IS,KE,KG,KZ,LC,LK,LR,LS,LT,LU,LV,MA,MD,MG,MK,MW,MX,PT,SD, 

SG,SI,SUTJ,TM,TR,TT,TZ,UA,UG,UZ,VN,YU,ZA,ZW 

The applicant is reminded that he must enter the "national phase" before the expiration of 30 months from the priority date 

before each of the Offices listed above. This must be done by paying the national fee(s) and furnishing , if prescribed, a 
translation of the International application (Article 39(1 )(a)), as well as, where applicable, by furnishing a translation of any 
annexes of the international preliminary examination report (Article 36(3)(b) and Rule 74.1). 

Some offices have fixed time limits expiring later than the above-mentioned time limit. For detailed information about the 
applicable time limits and the acts to be performed upon entry into the national phase before a particular Office, see Volume I 
of the PCT Applicant's Guide. 

The entry into the European regional phase is postponed until 31 months from the priority date for all States designated for 
the purposes of obtaining a European patent. 
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The International Bureau of WlPO 




34, chemin des Colombettes 
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. Zahra 


1211 Geneva 20. Switzeriand 






Facsimile No. (41-22) 740.14.35 


Telephone No. (41 - 


22) 338.83.38 



Form PCT/IB/332 (September 1997) 
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P^^NT COOPERATION TREA]^ 

From the INTERNATIONAL BUREAU . ^ . 

PCT 

NOTIFICATION OF RECEIPT OF 
RECORD COPY 

(PCT Rule 24.2(a)) 



Date of mailing (day/month/year) 

06 July 2000 (06.07.00) 


IMPORTANT NOTIFICATION 


Applicant's or agent's file reference 
A01196M 


International application No. 

PCT/JPOO/03506 



The applicant is hereby notified that the International Bureau has received the record copy of the international application as 
detailed below. 

Name(s) of the applicant(s) and State(s) for which they are applicants: 

MITSUBISHI CHEMICAL CORPORATION (for all designated States except US) 
CHIBA, Masatoshi (for US) 

International filing date 31 May 2000 (31 .05.00) 

Priority date(s) claimed 31 May 1999 (31.05.99) 

Date of receipt of the record copy 

by the International Bureau 1 6 June 2000 ( 1 6.06.00) 

List of designated Offices : 



IMAMURA, Masazumi 
5th Floor, KRF BIdg. 
5-5, Kyobashi 1-chome 




Chuo-ku, Tokyo 104-0031 
JAPON 



AP :GH,GM,KE,LS,MW,MZ,SD,SL,SZ,TZ,UG,ZW 
EA :AM,AZ,BY,KG,KZ,MD,RU,TJ,TM 

EP :AT,BEXH,CY,DE,DK,ES,FI,FR,GB,GRJEJT,LU,MC,NL,PT,SE 
OA :BF,BJ,CF,CG,CI,CM,GA,GN,GW,ML,MR,NE,SN,TD,TG 

National :AE,AG,AL,AM,AT,AU,AZ,BA,BB,BG,BR,BY,CA,CH,CN,CR,CU,CZ,DE,DK,DM,DZ,EE,ES, 
FI,GB,GD,GE,GH,GM,HR,HUJDJLJNJSJP,KE,KG,KR,KZ,LC,LK,LR,LS,LT,LU,LV,MAMD,MG, 
MK,MN,MW,MX,MZ,NO,NZ,PL,PT,RO,RU,SD,SE,SG,SI,SK,SL,TJ,TM,TR,TT,TZ,UA,UG,US,UZ,VN, 
YU,ZA,ZW 



ATTENTION 

The applicant should carefully check the data appearing in this Notification. In case of any discrepancy between these data 
and the indications in the international application, the applicant should immediately inform the International Bureau. 

In addition, the applicant's attention is drawn to the information contained in the Annex, relating to: 



time limits for entry into the national phase 
confirmation of precautionary designations 
requirements regarding priority documents 



A copy of this Notification is being sent to the receiving Office and to the International Searching Authority. 





Authorized officer: 




The International Bureau of WlPO 






34, chemin des Colombettes 






1211 Geneva 20, Switzerland 




Facsimile No. (41-22)740.14.35 


Telephone No. (41 


-22) 338.83.38 



Form PCT IB/301 (July 1998) 



003404648 



PCT/J POO/03506 

F^^feNT COOPERATION TREA^ 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION CONCERNING 
SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Admi nistrsti ve Instructions, Section 41 1 ) 


To: 

IMAMURA, Masazumi * ^"wi i i.^ 
5th Floor, KRF BIdg. ( CG 'C : ^ S 1 
5-5, Kvobashi 1-chonne \ \ ' ' ^' ' i 

JAPON X&Ui* ft Go./ 


Date of mailing (dsy/month/yesr) 

19 September 2000 (19.09.00) 




Annlip3nt'^ nr ^icif^nt* flip rpfpr*annf> 

A01196M 


IMPORTANT NOTIFICATION 


tnternational application No. 
PCT/J POO/03506 


International filing date (day/month/year) 
31 May 2000 (31.05.00) 


International publication date (day/month/year) 

Not yet published 


Priority date (day/month/year) 

31 May 1999 (31.05.99) 


Applicant 

MITSUBISHI CHEMICAL CORPORATION et al 



1. The applicant is hereby notified of the date of receipt (except where the letters "NR" appear in the right-hand coiunnn) by the 
International Bureau of the priority document(s) relating to the earlier application(s) indicated below. Unless otherwise 
indicated by an asterisk appearing next to a dato of roceipt, or by the letters "NR", in the right-hand coiumn, the priority 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 1 7.1 (a) or (b). 

2. This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

3. An asterisk(*) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 1 7.1 (a) or (b). In such a case, the attention 
of the applicant is directed to Rule 1 7.1 (c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

4. The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 

as provided by Rule 1 7.1 (a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 1 7.1 (c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 

Priority date Priority application No. Country or regional Office Date of receipt 

or PCT receiving Office of prioritv document 

31 May 1999 (31.05.99) 11/151769 JP 27 July 2000 (27.07.00) 



The International Bureau of WlPO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 


Authorized officer 


Tessadel PAMPLIEGA 




Facsimile No. (41-22) 740.14.35 


Telephone No. (41 


-22) 338.83.38 




Form PCT/IB/304 {July 1998) 






003533530 



^p^'ATENT COOPER.\TION TRE.^^ 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



(PCT Article 36 and Rule 70) 


ApplicanTs or agcnTs file reterence 
AOl 196M 


rr^r. n -nT-iirn. * ^t-.^^- ^^^N Oil tiLalionol I ran^mittalonniernalional Preliminar\ 
F OR Fl RTHER ACTION , , rw t . 

I;\aniination Report (I-orm PC I IPI-.A416) 


International application No 

PCT/JPOO 03506 


International tiling date (tA;\ month \t\ir\ 

31 May 2000(31.05.00) 


^Vlorlt> date iJ^iy month war) 

31 Ma\ 1999 (31.05.99) 


International Patent Classillcaiion (IPC 
A61K 38 22. 9 14. 47 02. 4 


) or national classification and IPC 
7 18. 47 36 




Applicant 


MITSUBISHI CHEMICAL CORPORATION 



1. This international preliminar\ examination report has been prepared b> this International Preliminan Fxamining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 

□ 



_ sheets, includine this co\er sheet. 



This report is also accompanied h> ANNEXES, i.e.. sheets of the description, claims and or drawings which have 
been amended and are the basis for this report and or sheets containing rectifications made betbre this Auihorit\ (see 
Rule 70.16 and Section 607 of the Administrati\ e Instructions under the PCT). 



These annexes consist of a total of 



. sheets. 



This report contains indications relating to the following items: 
Basis of the repon 
Priorit\ 

Non-establishment of opinion w ith regard to no\ elt>. m\ enti\ e step and industrial applicabiht>- 
Lack of unil\ of in\ention 

Reasoned statement under Article 35{2) with regard to no\eli\. inventive step or industrial applicabilitv : 
citations and explanations supporting such statement 

Cenain documents cited 

Certain detects m the international application 
Certain observations on the international appHcaiion 



I 




II 


□ 


III 


□ 


IV 


□ 


\' 




\'\ 


□ 


\'I1 


□ 


\'III 


□ 



Date of submission of the demand 

31 May 2000 (31.05.00) 


Date ot' completion of this report 

27 Februapv 2001 (27.02.2001) 


Name and maihng address of the IPI-;.-\ JP 
Facsimile No. 


Auth()ri/eJ olficer 
l eiephone No 



Form PCT IPI-:.-\ 4og (cover sheet i (Julv I^siSi 



INTERNATIONAL PRELInTTNaRV EXAMINATION REPORT 



liional applicaiion No 

PCT/JPOO 03506 



I. Basis of the report 



1 W ith reaara to the elements ot thc international application * 
p7] the international application as originalh filed 

□ 



the description: 

pages 

pages _____ 
pages 



, as originalK filed 
. tiled with the demand 



. filed \sith the letter o\ 



□ 



the claims: 

pages 

pages 

pages 
pages 



, as originalK filed 

. as amended (together uith an> statement under .Article 19 

. filed with the demand 



, filed \Mlh the letter of 



I I the drawings: 

pages 

pages 

pages 



. as originall) filed 
. filed with the demand 



. filed with the letter of 



I I the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

. filed with the demand 



. filed with the letter of 



1 W,th regard to the language, all the elements marked abose were ava.lable or furnished to this Authort.y in the language in wh.ch 
" the international application was tiled, unless otherwise indicated under this item. 

elements were available or furnished to this .Authorit> in the lollowing language 

□ the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
I I the lansuaee of publication of the international application (under Rule 48.3(b)). 

□ the laniua"ge of the translation furnished for the purposes of international prel,minar> examination (under Rule 55.2 and/ 
or 55.3). 

I 3 With regard to anv nucleotide and/or amino acid sequence disclosed in the international application, the international 

" preliminSr>' examination was carried out on the basis ot the sequence listing: 
I I contamed in the international application m written form. 
I I nied together with the international application in computer readable form. 
I I furnished subsequently to this Authority m written form. 
I I furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form ,s identical to the written sequence listing has 



□ 



been furnished. 

The amendments ha\e resulted in the cancellation ot: 
the description, pages 



□ 
□ 

I I the drawings, sheets fig. 



the claims. Nos. 



^ This report has been established a> if , some of) the amendments had not been mad^ smce the> have been considered to go 

1 1 be>ond the disclosure as filed, as indicated in the Supplemental Box (F<ule ,'t).2(c)).* 

■ ■ ■ ■ ; r fi^ ^ n^t}rr in rt^snonsd If) tin invitation under Article 14 are referred to 

and i> I 'j 

" Am repl.icemem shee, con,a,n,ng such amendmenls mus, b, referred :o under nen: I und a,u,e.ed ,o repor, 
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\ . Reasoned statement under Article 35(2) with regard to novelty, in\enti\e step or industrial applicability; 
citations and explanations supporting such statement 



1 Stattrmcni 

Nov cti> (N ) 

In\ eniiv c step (IS) 

Industrial applicabilii> (lA) 



Claims 

L'laims 

Claims 
Claims 

CI aims 
C laims 



2.3.5.6.8-14.20.21 



.a.-'.Lrr-iQ 



5.6.20,21 



-a.-'-lQ 



i-21 



NO 
NO 
NO 



2. Cirations and explanations 



Document: JP. 6-40938. A (Sumitomo Pharmaceuticals Co.. Ltd.) 

The above document (particularl\ Example 2 on page 3. left column) describes a freeze-dried 
preparation containing 1 mg of hepatoc>'te growth factor (HGF). i.e., at a concentration of less than 5 
mg/ml of HGF, sodium chloride, and heparin as a sulfated poly saccharide in 100 ml of a phosphate 
buffer. Since a sulfated poly saccharide is referred to as a stabilizer together with an amino acid in the 
freeze-dried preparation of the in\ention of the present application, it is considered that heparin in the 
abo\e document also functions as a stabilizer in the freeze-dried preparation. 

So. the abo\e document describes the subject matters of claims 1. 4. 7, 15 and 17 of the present 
application. 

Furthermore, the concentration and pH during re-dissolution, the presence or absence of a surfactant, 
and the surfactant used are mere matters of selection by a person skilled in the art in formulation. 
So, the subject matters of claims 1-4 and 7-19 do not appear to in\ ol\ e an in\ entive step. 

The subject matters of claims 5, 6. 20 and 21 of the present application, in which a specific amino 
acid is used as a stabilizer, appear to be novel and to involve an inventive step in view of the description 
of the above document. 



The subject matters of claims 1-21 of the present application appear to be industrially applicable. 
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(21) H^fflliS^: 



(22) 



B: 



(25) Hffi^dllSiCDESS: 

(26) l[S^^i>r?ll05lf : 

(30) S5t^l7=-^: 
1#li¥ll/l51769 



PCTJPOO/03506 



2000 ^5^31 B (31.05.2000) 



b:?;I1 



1999^5 ^31 B (31.05.1999) JP 



TokN'o []?). 



(71) C^m^^ < ±X<Di%^miZ'OL^X r. HlE^t 

^^*it^l± (MITSUBISHI CHEMICAL CORPORA- 
TION) [JP/JP]; T 100-0005 m^^^fta[E3tLC;)F^ ~ 
Tg5#2-^ Tokyo (JP). 

(72) 

(75) %B^%/ttmX (^miZ-Dl^Xa^^): ^ll^i^(CHIBA, 
Masatoshi) [JP/JP]; =r3 14-0255 ^^^m&^l^^^^^ 
ihU^^it^^^^^tmSil^^m^H Ibaraki (iP). 



(81) ^^SU >m^r. AE. AG. AL, AM, AT AU, A2, BA. 3B, 
BG, BR, BY, CA. CH, ON, CR, CU. C2, DE, DK, DM, 
DZ, EE, ES, Fl, GB, GD, GH, GH, GM, HR, HU, ID, IL, 
FN, IS. JP. KE, KG, KR, KZ, LC, LK:, LR, LS, LT LU, LV. 
MA, MD, MG, VfK, MN', MW, MX, MZ, NO, \Z, PL, PT, 
RO, RU, SD. SE, SG, SL SK, SL, TL TM, TR, TT, TZ. LA, 
L'G, US, U2, YU, ZA, ZW. 

(84) ia'^m (Jtt^j: .ARIPO f^l^ (GH, GM, KE, LS, MW, 
MZ, SD, SL, SZ, TZ, LG, ZW), 2L - 5 v 7^#t^ (AM, 
AZ, BY, KG, KZ. MD, RU, TJ, TM), B~0 y 
(AT, BE, CH. CY, DE, DK, ES, FL FR, GB, GR, IE, IT, 
LU, iMC, NL. PT SE), OAPl (BF, BJ, CF, CG, CL 
CM, GA, GN, GW, ML, MK, NE, SN, TD, TG). 



(54) Title: FREEZE DRIED HGF PREPAR.ATIONS 
(54) %m<D^^: HGF;lSi^K**iS[^] 

(57) Abstract: Freeze dned preparations containing hepatocyte growth factor (HGF), a stabilizer such as arginine or lysine, sodium 
chloride and a buffer. These preparations, which are produced from an aqueous solution containing less than 5 mg/mL of HGF and/or 
to be used in producing an aqueous solution containing less than 5 mg^niL of HGF, are excellent in storage stability. 
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W^H«li^a^ (Hepatocyte growth factor : WT^ *BSiffl»{C^V^T 

HGFj hBSr^^A^fe^o) ii. :^XJ1?){3J: t)SiMfffi^^B#«J: DBtii^tL 

yKiH^J5tU^^ti$i3-Kt-S3te? (cDNA) MmifiBM^Mz^titz {mm 
¥ 3-72883 ^&m)o^ i^iZZ(D cDN A^^l^tzhUGF ^ y/^^WO^m:&Wi 

h H G F ^ > ;^ ^ HcD-|tT' D . ^^mitmmTt^mx i^m 80-90 KDa. 
ilTtt^SsT-lil^ 52-56 Da ® a It ^o. - >;/ h i:;^ 30-36 Da ® /St^-^^x- h 

}5^. ^^Jpi'^-a^ (scatter factor ; SF) rgt^^ ^EKM±;$mti5ia^ 

WLTi5i9. M3^.f>r^>^M. li4#iS^S?^j^^Js -^^UMM. 

HGFc7)|^^J{3 0l^Tli. W090/10651 {^m. ^tPS^ 6-247872 3.V^i^ 
li¥ 9-25241 ^^miZtmi!^$>Zo ±iBW090/10651 HGFtitiiLT 
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yS?5^S^^^L;tT^'i-v3>^'f rcDHGF (TCF) (DT^^mmM 

6-247872 ^y^^^TCF^it^^^t^ZttctDs 
T C 5~10mg/mL c7)iSig^!I#^^^^/ii£M^J:6i^1?^^nTV^i>o 
tJ{ciiTCFcD7K;§^^T-©^§^^4:i)^SS^nT*3^3^ T C F ^iS^iJg!;^;&^^i 

^$|g¥ 9-25241-ti^^C(±HGF (TCF) ®J^;gl2^^^J;!)^|^^s^nT V^^ 
fet)^^^cAmgHGF (TCF) ^^i^^^M^^I#tx-#^c:i:«T^^nT 

{cs^s?^cDpH«^4^f^-e$)D^ trzmm(DWMmifi^\.^tzi;biz. fiS^s-¥ 

2) o 

it$¥-^izi&m&(Dm\tLxm^(Dmizmm^m'mt^$>^t\ ^^m^^bcD 
m^iz^tiit. ^^gfW 9 -25241 ^^^(cie^^nt^'j v>x{±7'^->=^^tf 



2 



wo 00/72873 PCT/JPOO/03506 

HGF (TCF) (Dim^'^mm-nii. igiI^fflHGF^^tr.7K?^i^*^f,S!iitL 

ni)(£jig®HGF (-^9^(;iiHG FA5 5 mg/mL 5fe?i©iiJt1:$) 2 
mg/mL m^T: ^ o ) ^ ^tJTkim § ^ U v > X!i ^ - > ® i^ffi T T- L 

tz^mim^mizm'^i$^o:)^m-i^mi^)^tirzo iA£oT. ^^n^ 9 -25241 

i2« ^ ti U V > X ii ^ - > iiHiiSO H G F ^ mm^mt S ^^©^^{b 



T*fe^» i^tz. mm^mmiz^mtji^-^mm\±^^Ls mmmmzmtitzm^^ 

izm-^i^iy^^^-^r. mmi^^mMnmi^m^xni^^^^^^^ Lx\.^^zttE 
iHLtzo ttz. zcD^m^mmify^^mm^iitzyi^mmizitmm. f)Ut 

rj:i^if^^\^rj:UZt. ^UZ(D^o^Z^m<fiiiGF^^tS^mmifim^miz+^ 
fz^(DX^io 



3 




wo 00/72873 PCT/JPOO/03506 

^^b:*- h u 'i7A. &vmmM^^^t^<m^mm:mx^-DX. ^mnmrn 
mmm'^^B mg/ToL^mo^^x^^tiT^mmi^^mm^ii. t^-Dmmizx 
^M-mnmmmm^^^ 5 mgM ^m(D'Mmx^^t ^Tk^^m^mnt ^rzsb 

^^^Ltzm-^iz^m^^ifi^s^i.iz < ut\^^^m.^^Lx\^^o 
mn. ^UT)i^iz}m^mmm^mmTztzibizm^^fi^:^mmt. 

5 ng/mL ^m(D'a^X^^t^7]^\^^^^^^^T)l^5L\tTyr)V^xm^^^ 
^^CDTK^M^iiMt LTM^ Lt^ 5 /{pe> 6. 5 (Dmm(DpE^^tZ Z tifi 

Lxt^^^m^mEtt (1-2) ^^t^z-tm^Li^o 
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wo 00/72873 PCT/JPOO/03506 

911^ ly. rDij>, T7.^^^^>ms mmit^mm. ruz. 

S±fFS^n^JgA^^,/d:?,g|;^e,M{^n^±HHHGF<I^|£^S^^J ; ^^-ft^J/b^ 

±iHHGF}fiig|^^M^jAsg#t^ti^o ::ti?>o$^{b^J{i. $f^t<{i)^^l£ 

^I^Sl>-/X{ii^^^jtl^©{S^i?B#{Ci5{j-^ H G FCDJI^<$:^fig=^|J$±1-i.CDt 

Fit^l^^M ; ^?)t^BitSll^J^^Wt-S±iBHGFJ«ife$£^S^^J ; ^®tS 
tS^Jy!)5|^^;^>t4#St5t4^J-e$.i.±HHHGF}«J^^^^lt'J ; IM;t>^4#®f£ 
*5 ^ U :<}■ ^ V X 5^ u > i - 7^ I^Srgti^J T- ^ ±ia^«^^^i^^J 

^^t■r^^c^*(3fflv^2)HGF®$^fb^JT-^oT^ ^;i/^->, !Ji^>. t;^^ 
i^>. ^;i/^^>. 7*Dij>\ y^u^^v^s T7.7-?^^'>K. Mfb^HM. 

d ti ©i^s±fF^ ^ n ^ ^ jfe ^ n ^ ^ Mi^ n ^ ^^{t^j {z 

^^*^^^j:^||A-e,Mlin^c ^®^^fb^Jli> HGF^5 

^^-r ^zkjgT^cD}iig^^^:5^i;'^^«;^i£^^oi^#^ci5(j- ^ h g f cds^^^^ 
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wo 00/72873 PCT/JPOO/03506 

H G F ^ ^-W -r ^ 7K ^ 1^1^ -r c rc <ft CD H G F \m^!^nm ^ n -5 o ± 
mg/mL *?il®m^®HGF. ll{b:^ h U A. ^^mIi^^J*^^1-S7K^^r«^/^' 



m^ t l± @ H G F ^^^1" ^«^>^ e> ^^CD H G F LT ct l ^ A^. 
iifi^llglx. i£ (z ck t) ^tlMS^ c D N A ^ t ^ A L T ^# ^ ti -5 m ^ H G 
F?:ffil^T^=tl^o mm^HGF^^^^ii-^?g^^bTI±. AJ^S. tt^g. 

MRC-5 ^sa. IMR-9 MMtii^omm^mm^s ibZl^it^mW- 3-285693 
-^^^{3iBm^nfc;5?£(ct^v^hHGF^:3- K-Ti) c DN A^^tr^^l-^^^ 

^) J:l^o ^^^t LZlt. m^it. 2-288899 ^&m. W090/10651 ^^m. 

nm¥Z-imdm^m. P 3-255096 P 4-30000 -t^^. Nature, 342, 
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wo 00r2873 PCT;JP00/03506 

4-89499 mr^miztmoyy mm^^n^a i;o:)im:f i z. ti^x- ^ ^ o 

1) SDS-PAGE (^^ii5t»T) izX^m^^l'Mm^l 6 , 0 0 0-9 
2, 0 0 0T'$)^. 

4) 8 0°C. 1 0^r^cDtoMSJ3ct D±fBr£^4:^}^^rS1-^. 

HGF. ii^li^J. RjfiM^it^VV^I^CDSm^^^tsEGFiM^^^mm^m 
ll¥ 6-247872 9 -25241 -^ilj^St IB®©*) © : HGFii;S^{±5 
-20 mg/mL) ^zj^l^T. H G F ii'^fp^M^S^-T i. fet H G F ©-^^ 

t) s ^ tc. ±iB 3 ^>^# e> nfc}^i^l£:lg^^J^Sf§^ Ufe7kj§?t-e!i^ 

:^^0^®Jl^l£jtM^J{i. H G F 5 mg/mL *il©ji;gT-atf7K?^M/5P?)SiS^ 
^ti. St//Xiii«i^|g^^^JA^^^ii^n^7R^r«*^HGF^ 5 mg/mL ^iS© 

LTH^^^n^SJlElrb (1-2) ^ ^ ct d t^S^I"^ :i A^T- ^ ^ o *^ 
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wo 00/728"3 PCT/JPOO/03506 

'^^itMt LTIi. TJl^-> ; U ; HX^i^y ; ~ > ; 7*0 U > ; 

0.01-100 fg®MMT-^i9. mz^^L<itoA--3Qi^(Dmmt^m\fi^ti^o 

i^v ^^^^®7kM(3^L-Cl~100 niMgJ^t:^?)o 

$:[fi]±^-it^*^. '2^mili.±lzmMt^tmmS.t:^^^(DXttf^L<rj:i^o 

^mm(DmmKittLxm^^ti^W:^s.it i ~ 2 aj*? ^ u < . fi?>jx.if 

©zKMtc:fefLT 140 iM ttiZtf)^Ut Lt^o 
HGFIi. 4^j4pH(C^H<THGF©^m.'^> (p I = 7-8 ) tmt^itzisdlz 
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wo 00/72873 PCT/JPOO/03506 

l^^^^r^ 10 mM ^JOl^mmm (PBS ; ^S) (3i5l^TpH7. 

0-7. 5M;£T-Ji 1.0 Ing/]IlL^c7)^gl^^gP;S^7f^1-;^)^ pH5. Oniirito 
mg/mL JiA±0,m^$:^sL. H G F ©ig^^iifSp HffiiJ-? < i, , i^it 
h 'J '^7AjgS0.14MT-liHGFcDfgPStii 1 mgM SJSX-fe ^3 . 0.3MJ-il±h 
r^i:HGFIi5 mg/mL l.:i±®iSJ^T-?gPr'i)o ^i^oT. H G F®jg||?JS^±# 

^luSI>-/XfiSj^^m®7KM®pH^il^j4^i^. Mi|:9<]tl±pH4. 0~ 
6. 5. 5?^L<iipH5. 0-6. 5lzm^T^ZtWtLi^o ZCD^otf: 

T^^m^mmt^ztiz^-DX. s j^^^ © h g f o^m^ (D^m^^±-r^:i 
ti^x^^o ^m^^mtLXit. m^\^. ^tju v;i/-<-h so. ^uv;i/-<-h 

20. HCO-40. HCO-60. r;UD - ^ F-68. U xf- u ^ ij 

Tgti^j (^u v;i'-^-h 80^) ^ffiiN^^i:i)ST-ti)o wmmmiomm&it. 
mnt. MmmWiCOT^mm^zMLx o.ooi~2.o%o$aHT-^^o 
*^0goHGFi^M$£^i^^ji±. uGF^^^t^7i^mm^M'^(D15mxm^^ 

RummM^^Mmm^T^iz^mt. s^iz};t^\:x^m^m\^m[iLtz'^. ^ 
mmmLx^u y)iR{tT>7'jim(D^^i,z^'<iLxiM^nmti>zt-tfix^=bo 
:^mM(DEGFw.^^^mMii. mnmzsmti:i^(DmmM. m^it. mim± 
m. mmm. mnm. mmitmti:^^^A.xi^x^^\^^om^^^:^^tLxi±. 
mz.it. (1) nETx^w^mt^mmm^. (2) ^niz^M^titj:\.^^^7k 
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wo 00r28"3 PCT/JPOO/03506 

^ 2^mj:^mm(D3-D(D^mmizJ:i:^^-bimi-f^tiZi^ (Pharm. Tech. 

Japan, 8(1), 75-87, 1992). :^mm\m^mm\(DWimy3m±zo)yj^izm^ 



M^J t ^ tl ^ CD T- ii ^ 1. ^ o 

140 jmmti- h 'J -^7^. o.oi%:j^'j v;u^- h so ^^^r-s lo mM >; >mm 

mm (pH6.5) tHGF 1 mg/mL i: ^ tjgjS M^ii H G F 



urn m 20^-40 -40 -40-^-20 -20 -20-5-20 20 
^P^(Hr) 1 5 3 48 2 24 

K:h (imnHg) 760 760 <1 <1 <1 <l 

140 mM jI{b:J- b U 'j7A, 0.01%^' U v;i/^- h 80 ^^^T^ 10 iM U 
®r« (pH6.5) {ZHGF 5 mg/mL ^ 5 ct 9 (3]!jD?^^P mm^MLtz'^izE 
GFTKM^^i^o *7k?§?*CDpH ^MLT'c^ic. ^^aS^fz^W 7';i/ffi{c 2 mL 
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wo 00/72873 PCT/JPOO/03506 

140 iiiMilft:^ h U -t^A, 100 mM ^ >. 0.01%^" U V;L'^- h 80 ^^-^ 
10 mM U >mmmm (pHG.S) {cHGFIO mg/mL ^?^d:^ J^^Jcj^MLs M 



m4 :iS:^&EGY}m^MWim<Dim itmm) 

300 mmti- h U OA, 0.01%^ U v;i/-^- h so ^^WTS 10 mM ^3i>^ 
(pH5.G) tHGF 1 mg/mL ii^cS J; o fc?gg¥L. MB^3iUt^izHG 
F7K^r«$:^f^o *:7kM® pH tfe^Jc. MS^t^^H 2 mL "T 



^J5 : i£^iJSHGF^i^|£^S^^jO-ft^ iitmi) 

aooiiiMJi^b:^ h u -^7^. 5%^u 0.01%:^'; v;i/-<- h so ^^Mti lo 

mM^:n>^iig®rt (pH5.0) tcHGF 1 mg/mL tS:^ ct o tCjgl? M^g3i L 

fcm{3HGF7K^M^i§^c*7K«®pH ^MLfe^t. mmmzj^^T)im 

tl 2 mL r 03ft« ^ 1 {c^^■r^f^{3^^£oT^*iK$^^bT. «^HGF^i^l£ 



300 mMm^b:^ h U '!7A, 5%T^->. 0.01%^ U v;i/-^- h 80 ^^Mt^ 10 
iiiM^'x>Mii?^ (pH5.0) (CHGF 1 ^/liL tU^ X.o\z^mL. mmUML 



II 



wo 00/"2873 PCT/JPOO/03506 

tzmzEGFTi^mm^mo *7j<igr^cDpH ^m^Lftrnz. mm^izrs^ yjim. 
140 mM ^ftiTM^ u 't7A. m T)i^->^^^ti> 10 mM V ym^mm 

(pH6.5) {CHGF 1 mg/mL i: ^ J; ^ ^g^^ii L fc^(3 H G FtK^ 

m 1 ®}«;^i£'it®^f^- i: mm(D^i^ izx*^ fgji^ h c f mi^^iM -s ci t 

5; Img/mL^^^Ls iiMMt LXim^ti^ pK ^ XUmmE.kt (1.5 ; 
W -r ^ M i: 1- ^ 3 T- # i, o 

140 mMJgfb:*- h 'J 'i7A. lOOniM T;!/^- >^ 0.01%4^ U V;L"^- h 80 

10 mM vy^mmm (phg.s) {zhgf i igM ttf^^xo^zmmL. mm 
^mLtcmzEGF:^mm^n^o^7}^mm(DpE^mmLrzWi. mmmz^uT 

140 inMJgft:^ h 'J "i^A, 100 mM 7';i'^->. 0. 01%^ U V;i/-<- h 80 
-r^ 10 mM V>mmmm (pHB.S) {CHGF 2 mg/ml i:?&:i)cfca{::^«?t. 
Mtfc^izHGFTKM^^i^o *7)<?§?«® pH ^^^^Lfe^. ISSfi^tyWT 
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PCT/JPOO/03506 



mio : i&mmm^'^mmcDim i^^m) 

140 mM^ftr h U -t^A. 100 mM TJU^- >. 0.01%:t^- 'J v;b^- h 80 
t?) 10 mM U >^IISj?^ (pH6.5) iiHGF ^ mg/mi tU^ iZ^Ml. MM 

140 mMJI^bi- h U 'i?^. 100 mM 7';u^->x 0.01%:t^ U h 80 

10 m V ymmmm {?m.5) tHGF 4 mg/mL j;^ t?§«¥L. ^® 

iSaiL:t^tHGF7K^?t^l#^c ^zKfgM^pH MSa^t^WT 
;U)a{i 2mL L. M 1 O^I/^l£^®^{^i:|sl^O$fe{^^{c J: !3 fiiijgH G F 

mi2 : ^m^nm^mmmoim i&mm) 

10 mM ^)>mmmm (phb.s) chgf 5 mgM tr^z^oizmmLs mm 

2 mL -fo^t^ t. 1 (Dmm^^O^n t Ir1«®^{^(3 J: ^ f£M^ H G F 

^ji 3 :i&m&n^^'^^mo:)^m 

^J8^Ii5V^T. 10 mM V >^mmm (pH6.5) Oft^ l3 10 mM U >^M7« 
(pH6.0) $ffiV^T. HGF 1 mgM tU^^oCmmi.. H G F 
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wo 00/-28-3 PCT/JPOO/03506 

<^J8iZ^C >T. 10 mM iJ >^^ISjt^ {pH6.5) ©f^t) 10 mM 'J >^n*IiiT^5 

(pH5.5) ^m\^X. HGF 1 mg/mL ^j: J: o (3 L . fSii^HGFJ^^^ 

{?<J8 {;^l.->T^ 10 mM ')ymm\'k (pH6.5) c7)f^to ^5 {3 10 mM U >^^iir^ 
(pH5.0) ^^l»T. HGF 1 mg/mL hta^ ^.^IzmML. H G F 

mS\z^\^X. 10 mM 'J >^i^®rS (pH6.5) ®f^t5 !3 1 10 mM U >^Mij?« 

(pH7.2) =&fflV^Tv HGF 1 mg/mL ^ <i: ^ ffiiiJt H G F 

fi«J8ti5^.^T^ 10 mM 'J >^^»M (pH6.5) ®f^to (c 10 mM U >^;^ii?S 

(pH7.0) >&fflV^T. HGF 1 mg/mL h^j:^ i o {-'^i^U. {g^gJt H G F 

15?IJ8 ti-V^Ts 100mMT;i/^:r:>Of^t)!3t3 50mMy;b^->$:ffll^T> 
H G F <f ^^^M^J ^ 3 i: X- S ^ o 

^ji 9 :*&^m%mn.'^mm%m: 
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wo 00/72873 




PCT/JPOO/03506 



m2 1 : i&mm^^^mmmcDWWi i^^m) 



m2 2 : im^)^^^mmm(Dim (*^b^) 



m2 3 : is^m^^^^mmmoi'^m (*^Hi) 



m2 4 limmm^^^mmm i^^mM) 



m2 5 : mmmmm^^micDi'^m {:^^m) 



m2 6 : is^mj^m^^^mmcDim it^^m) 
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wo 00/728-3 PCT, JPOO/03506 

m2 8 : is.^&}m^'f^mi(Dim 

140 inMlI^b:^ h 'J ^l.. 0.01%*' U v;i/-<- h 80 ^^^t^ 10 mM 'J >^:^ 
mg/mL tt^^^oiz^ML. mm^MLtz'mzEGFTk^m^nZo ^yKi^cD 

t mm^ji^mz X h fgajs H G F \^^^mkm-^n^ ztij^-c^^o 
(1) EGF(Dmmi^(Dmm:^m 

J^U^^im. 0.01%^U V;i/-<-h 80 ^^^t^ 10 mM U >^:^ h U'i'A^Si 
^S^&^^JP^, ltt.{C^a-::^^-^SS(^ 24^P^{SI^L, EGF^mmLtzo m 

m'^m-tb^z^'t^^m (i5,ooorpDi. lo^rs. -^sjt) ECFmrnrnm 
t^mmEGF^^±{z^mL. ±m^v->ru>^Lrzo ^^y^^^mm^^y 

?gr«*CDHGFiiJS=&HPLCi£ iCctD^SLs EGFommm 

mm^^^tzo 

EFLCizX^^m^i^ 

fsvh: TOSOH TSK G-3000SWX L ( ?i0.78x30cin) 
l^i^ : 0.3 mL/min 
t^tB^^S : OD 280nin 
: 30°C 
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wo 00/728"3 



PCT/JPOO/03506 



^^^)T- :0.3 M NaCl,50 mM Phosphate Na,O.U SDS, pH7.5 

yy^^ : 

EGFcD^nmr^ : 24.0 min 

(2) EGFCD^m&C^^l$rpE(D^W 

UOmM^ib^ h i; 'i7A, 0.01%*" 'J v;i/^- h 80 ^^WTi) 10 mM U h 

EGF(Dim^im^\zmmL. phs.o iiiT-egi^'^d;?§)^^®[p]±«E$n 

2 0°C 

pH7. 5 0. 8 
pH7. 0 1.8 
pH6. 0 2. 3 
pH5. 0 5. 9 

(3) EGFcDrnmrnz^n^tm^iti- v ^)^i^m^(D§^m 
m^(^m^(Dmit± b u ^i^. o.oi%4^ u vji^- h so ^^^t^ lOmM u > 

h 'J e^A^iir^ (pH7.5) ^UML. 4°Ci"ct:t5 20°Cl3i'{:t?. H G F?gS?S^ 
(1) 0;5?£T-|^f^Ls ^CDi^m^a3{C/T^Lto ^i\:i-h^)^2^mm^±^^ 

"^^izLtzifi^x. EG FcDrnmummmomM^misbtzo ^tz. v^■r^^®i®^ 
iz^^ ^]^±mzik^LtzEGF(D^m&(Dmi}u^misbtzo 



4°C 

0. 4 

1. 0 
1. 3 
4. 2 
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wo oor:8''3 



PCT;JPOO/03506 



a3 

2 0°C 

mmM 0. 3 

+ 1 4 0 mM N a C 1 0.8 
+ 230mMNaCl 3.2 
+ 300mMNaCl 8. 5 
+ 900mMNaCl >190 
(EGF (Dmm&^ ing/mL rff^Lfz) 

(4) EGFommmz^xi^t^m^^imcD^m 
^mmmEi: mmm o h g f ^mm izi6X\^tmwiz-D\.^x^mLrzo m^com 

^(Dmm. 140 iiiMi^fb:h h U '^7A. 0.01%4< U V;b-^- h 80 ^r^Wf S lOmM 
^) y^i- h ^] ^ MMmm (pH6.8~7.5) HGF 1 mg/mL t^ji^b l<zmm 

EGYT^mm^ntzo 96:n:^'1'^o^^^-7•^-^^c=&'^7x;^fefc^3 200 
^m^bEGF7i^mm(Dmjs.^mf!brzo h GF(D^mi^ifii&T h c f t^mm ■ 

7.]y7i-->. TXJ^^^y. ^;^^^>^ 7';^^'>'^^>^::^ h U -^7^, 

^^y^thv^M.. yx^-(>. ^7'jv>. rD'j>. 7'^->, ^vD^i/ 
ji. yam. fim).M^i'm3mmiy'^^ h^ymm. =r^7. h5'>. peg). 

larSt4^J3tt^ v;i/-^- h 80. ^^'V v;i/-^- h 20. HCO-40. HCO- 



4°C 
0. 1 

0. 4 

1. 4 
4. 0 
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PCT/JPOO/03506 



60) (30C^THGF®;gP^iI^'cti^t-i$W*MLfci:Z5. Tiaco^^MJcH 

(0.05 ni:9)]^i^mm^nrz) 
®^mm ; h^>gfLS? (o.i%T-^>&^^'5t^.^nfe) 

mmta^mt^^&^titzTumz^K^r. a^^iiJtor^yS?. uOinM^ 

^t;:'- h U 'i'A, 0.01%:t?'; V;u^- l> 80 ^^WT?) lOmM U >^:h h ^) ^ l^mW 
m (pH7.0) =&aSi!iL. A'Ciz^lf^EGF CD^m^^ (1) 0^&l:t^i^L. ^ 







1. 0 


1. 0 


+ L-Ar g 


5 OmM 


7. 3 


1. 3 


+L-Ly s 


5 OmM 


4. 5 


1. 3 


+ L-H i s 


5 OmM 


3. 2 


1 . 2 


+L-G 1 uNa 


5 OmM 


2. 2 


1. 3 


+ L-Ar g 


1 0 OmM 


> 1 0 


1. 6 


+L-Ly s 


1 0 OmM 


> 1 0 


1. 6 


+ L-H i s 


1 0 OmM 


4. 8 


1 . 4 


+ L-G 1 uNa 1 0 OmM 


3. 2 


1. 6 



( H G F (D^mi^ ^ fflg/mL T mttz) 
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wo 00/'2873 PCT/JPOO/03506 

iu® H G F 7m\^Rxi\mm.^^^(^t^mm:7^^mm 1 1 h g F*fgr^^. 

5 ic^fo 
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wo 00/'72873 



PCT/JPOO/03506 



1 

4 

5 

mmme 
nmms 
nmm 1 9 
mmm 2 0 
^mm 2 1 
mmm 2 2 
nmm 2 3 
mmm 2 4 
mmm2 5 
■mmm 2 e 

2 8 



mm 
mm 
mm 

mm 
mm 
mm 
mm 
mm 
mm 
mm 
mm 





^ _ _ ^ * ^ * 




1.0 


mm. mm 


2.0 




4.0 




3 9 




1 5 




1 fi 




1 4 




1 




1.7 




1.3 


mm. mm 


1.5 


mm. mm 


1.5 


mm. mm 


1.3 


mm. mm 


1.3 



mmm 3 

^ 6 (C^fo 

40*'Ci5<J:r5 50°COiS^(CiDV^T!i. mMmi, 2 2, 2 3, 2 4 i'ctt/ 2 5 ®ii 
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wo 00/-2873 PCT/JPOO/03506 



%mm 1 9 
mmm2 o 

2 1 

■m&m 2 2 
mmm 2 3 
mmm 2 4 
%mm 2 5 
nmm 2 e 

HiS^^iJ 2 8 



25 °c 
mn. mm 

mm 
m^. mm 
mn. mm 
mm. mm 
m-^s mm 



1 ^n'^^^n 

40"'C 

^B$. mm 
m '-^i-y-i^w 

mm 
mm. mm 
mn. mm 
mm. mm 

mm. 
mm. 

mm. mm 

mm. mm 



m 
m 



50°C 

}. 

mm. mm 
\m-^^\\ mm 
mm 

mm. mm 
mm. mm 
mm. mm 
mm. mm 



mm. a?i 
mm. 

mm. mm 
mm. mm 



40°C. 50°CCT 1 >r^P^ISi^L^ ^®^^l£^^^JC3^^n^fi^f*:^MJ:HG 
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wo 00/728-3 ^ PCT, JPOO/03506 

^^^m7i6<^ um 8 iz /T^To 

m^i^cD^f^mm 20.4 mln, 21.8 min 
EGFco^^m : 24.0 min 

m&mcDmf&mS^^XJ^G :20BigM) tztt^. MSHOF^flglg^M 
M5, 6i3ci:U^2 6 :ling/mL) Xltm-^i^^^-i^i^M^tis U^^^m^iS:T 

(1 mg/mL) r^m^i^(D^^i^mMlznMi^n-. ^^^&^i^^±i'^ Z ti^m 



^tltZo 
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25°C 40°C 50°C 

m&mi 0.48 5.50 24.27 40.63 

%mmA 0.35 0.48 3.80 11.24 

%mm^ 0.31 0.69 4.40 9.58 

«^J 6 0.30 0.54 3.20 9.53 

%mm^ 0.30 0.11 0.18 o.eo 

ll« 1 9 0.31 0.16 1.74 4.48 

^^J2 0 0.31 0.18 0.28 0.88 

mMm2 1 0.31 0.54 2.77 16.89 

m&m 2 2- 

mMm2 2 0.32 0.31 3.24 11.24 

■m^m2A 0.32 2.19 4.90 6.39 

l^3ig^^J2 5 0.34 1.11 4.80 7.73 

IIWJ2 6 0.36 0.33 6.21 22.66 

mMm2^ 2.74 3.48 13.30 32.87 

•^mi* 1.07 6.17 

m&m^* 0.92 4.09 

^»J 6 * 0.93 2.90 

HM^ijg* 1.78 14.01 
* ^^ii¥ 9-25241 ^^^®^4SU^^6 
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^8 



1 (HGF 1 mgM) 40.63 

ll»J4 (HGF 1 mgM) 11.24 

mmm^* (HGF lOmg/mL) 14.01 

nmmi* (hgf 20 mgM) 6,17 

m^m5 (HGF 1 mgM) 9-58 

m^mS* (HGF 20 mgM) 4.09 

mmmQ (hgf i mgM) s-ss 

IISte^?<J6* (HGF 20 mgM) 2.90 



* 1^§l¥ 9-25241-^^^©^4:&(j'^^6i?f)0?Iffl 

HM^^js, 13, 14, 1 mm^vrz^MpE^^t^m^t^ms^ 
m^. mm^^Mik i^-^y^ji) i'c};t>'5o°c{3T i ^^rs. z ^nm. 3 

F^{S?^Lfc^t. ^®i$;g|£^M^J(i^^n^«^i^^Si:HGF^l:®it^S'J 
^tfco SiCi^^^'Jl (1) (y;^M?i) ^^ffltfeo ^cD^^^^9{c^^ 
To 

l-^i*®«^^F^ ; 20.4 min, 21.8 min 
EGFcD^WmrS ; 24.0 min 
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a9 



5o°c{^# 











1 


2 ^n<sk^ 


3^^^i^ 


m 


W\ 1 4 


(pH5.5) 


0.48 


0.38 


0.56 


0.76 


HI 


m\\ 3 


(pH6.0) 


0.35 


0.91 


0.51 


1.31 


•m 




(pH6.5) 


0.31 


1.40 


1.58 


1.28 


m 


S^J 1 7 


(pH7.0) 


0.30 


1.26 


2.16 


2.96 


m 


1 6 


(pH7.2) 


0.30 


5.64 


7.63 


12.71 



mmmi, ^'^Y^m:\.fzW&m.mmM^. 25''c. 5o°c{zt 2 ^^p^si^. -^^ 



ths?«« plc/prf/5 ^^i&JiOT^-eig#L. m^^^^^mmk. 0.7 

^\^V^^)\'hU^X.r>^zmmi.fz (n=4)o 5%j^^*'X^ >3ra-<-^R. 37X 
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T)l^->^^^tJ:i^,^u^^t^^tJ:^^^rJyJ^lz^y)m^^tlXl^^mmm 

0.1 0 

25°C 50°C 10°C 25°C 

64.5% 10.2% 

87.1% 71.0% 72.6% 66.1% 



mmi 
mm 8 



^t\.^o^m^^Lx^'o. ^mmtLxmtL\.^pHiiXu^ms.tt^^t^ 
mmtLxm^t^zt^-simx^^o 
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m m o ^ m 



1. ^mnmmmmm^. ^mMmmmms=?-(Dm^i^^^^m±tirzf!b(D^ 
mmmmm'f^o m/niL^m(Dm&x^^t^7i^^mf?i^mm^fi. t^-^n^m 

5. ^^imi^T)i^=z>^ us^>^ b^f^v>. ^;i/^^>^. 7';^^-?5^> 
8. W&^^-mcDii^m^t^miMh LTM^ LV^pH^cttfSiSEit^W-r^if 
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• # 



1 

\VO00/7:8"3 PCT/JPOO/03506 



12. ^^{c#®tst4^j^^w-r^ai*®$Effl^ usA^^^ 1 lJiol^■rn*^l 
rtiip iiitzietto^^/^i^^s^i^jo 

17. HGF^&5 iiig/mL*?iO?iJ^-<:-^W-r^7K^?«^J$^^^t- 

rDij>. ^;u^^>^. 7'::^^^^^>^s mmt^^m. Rxf:iti^cDmm± 

1 9. '<M^^m.mmRu/xi±m^^^'^(^^^m\z^{-f ^E G F (DM-^i^^^^ 
m±titzmz+j^tjimT:m\.'^^ti^mM(Dmmm i TJitis^co^^ib^jo 
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